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(54)Title: SKIN NORMALIZING AGENTS 



(57) Abstract 

Skin normalizing agents containing compounds represented by 
general formula (1), wherein each symbol is as defined in the specification. 
The above active ingredients are exemplified by L-argjnine and 
ethanolamine. These ingredients are available either as synthetic products or 
natural matters. It is preferable to use materials containing L-arginine and/or 
ethanolamine obtained from rice as natural substances. These agents are 
remarkably efficacious as preventives/remedies for atopic dermatitis and 
skin humectants. 
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• ... SUSTAINED HUMIDIFICATION TEST 

b ... SKIN ELECTRICAL CINDUCTIVITY (fiO* 1 ) 

C ... TIME (MID) 

d ... EXAMPLE 6 

(L-ARGININE 0.2% + ETHANOLAMINE 0.02 % ♦ 

SIMPLE DOSAGE FORM) 
e ... COMPARATIVE EXAMPLE 1 
f ... COMPARATIVE EXAMPLE 2 
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5 y 0. 1 8 g 
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»l?^fi^->f > 0. 0 5 g 

»il-**in*T£** 1 0 0. 0 0 g tt 6o 



2 -T ^ 7 - 2 - b Kn*->y i , 3-^D^>y*- 

> (HX4b¥*3&ttlt) l. 0 0 g 

9 5%x^;-;l/ 2. OOmL 

/< 5 /<> 0. 1 8 g 

iftM^a u i/f- y o. o 5 g 

mW.7Y>*lBz-X±m$: i o o. o o g ft ho 



is (y ;i/7 k ]s + u > i %#*fc$JM) 

;;i/7Kut>J> (tA^fx^H^ttl) l. o o g 

95%x^y-;U 2. OOmL 

/n° -7 a; y 0. I 8 g 

*S$5!*MW>^y 0. 0 5 g 



19 (7 x S y 1 %#*68JM) 

7 x^fyi/7 ^ > (MJMb¥*S£*tt!) l. o o g 

95%x^y-;U 2. OOmL 

/n° 5 ^ y o. l 8 g 

mUiza.^'yf-y o. o 5 g 
T£*£ i o o. o o g ft So 



& ft til 2 0 (xf UVv?7?>l%f*6fJI) 
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x..f-uyi?T i y (t*7>ffx^^tt$!) i. o o g 

9 5%x^;-;l/ 2. OOmL 

/< 5 O 0. 1 8 g 

fitM^M 0. 0 5 g 

mM7k*tii?Lr&m* i o o. o o g t* &<> 



21 * y v i xjjmaiai) 

^'J> (t^-ffX^^ti) 1. 0 0 g 

9 5%i^;-^ 2. OOmL 

/< ^ ^ y 0. 1 8 g 

ti^au > 0. 0 5 g 



o 



2 2 (*X7 7 f yX/i^;-^7S 

*7.? J \y (HJMb¥#5$£4t») 

1. 0 0 g 

9 5%x^y-;P 2. 0 0 mL 

/< 5 ^ > ■ 0. 1 8 g 

JfitSS^S 1/ S/f- > 0. 0 5 g 



2 3 (N - (2 - t FD + i/xf ;|/) 7 -fe b 7 ^ K 1 

N — ( 2 - b Ko + ">if A') 7 -fe h 7 * K 

(HX4b¥#3&&fi) 1. 0 0 g 

95%x^y-;l/ 2. OOmL 

/< 5 ^ > 0. 1 8 g 
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ffl^^fi U ->f- > 0. 0 5 g 

^i{7K<&jto^T^»^ i o o. o o g 1 1 £o 



24 (2 - Of/l'TU) x^;-;n %**fe#JiO 

1. 0 0 g 

9 5%x^/-;l/ 2. OOmL 

/\' -7 K> 0. 1 8 g 

Hi^fi U ->f- > 0. 0 5 g 

*jtSJ7k£JJDX-T£fi£ lOOJOgit^o 



25 (2-7-y;i^;-/n»f«»ji) 

2 - 7- U J 3.9 J (HJMb¥»5S£ttl!!) 1. 0 0 g 
95%x^y-;l/ 2. OOmL 

/\° 7 K > 0. 1 8 g 

tl^Ii/v/f y o. o 5 g 

*itS!l7K£ftlx.T£M£l 0 0. 0 0 git^o 

;Jfe^lJ 2 6 (2 - CO VfrT i J ) x* y - ;H %¥*6j&m) 

1. 0 0 g 

9 5%x^y-/l/ 2. OOmL 

^ 5 ^ > 0. 1 8 g 

ftM^M P->f V 0. 0 5 g 

ttt!l7k£in;LT£»& 1 0 0. 0 0 g t-r^o 



Xffiffl 2 7 (3-7;y-l-yp/^-M%#^Ji) 
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1. 0 0 g 

9 5%i^7-^ 2. OOmL 

/n°^/<V 0. 1 8 g 

*tiJ^aUi/^y o. o 5 g 

mU7kZlMz--z±m, : & l o o. o o g tt&o 



28 ( 2 -T ^ J - 1 -19 J -;H %##6#JSl) 

1. 0 0 g 

95%x?/-;U 2. OOmL 

y>? /< > 0. 1 8 g 

M^^a u ff- y o. o 5 g 

mm7k%ijaz.T'km* i o o. o o g t -r & 0 



2 9 (yH/-y>>l %#»&^J^) 
■/hi/ y i/ y (Sigma Chemi c a lltl) 

1. 0 0 g 

95%x^y-;l/ 2. OOmL 

a'7^> 0. 1 8 g 

nUKa-is's? > o. o 5 g 



30 (d l - t?p 7*9 i >wt i %&&mm) 

D L - h°D ^ >m (Jll«jfcj*IimS£tt«) 1. 0 0 g 

9 5%x^y-;V 2. OOmL 

K> 0. 1 8 g 
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tlU^E^f y 0. 0 5 g 



3 1 ( M y -*7 $ > 1 K*»63!3l) 

MJX^; -;UT ^ > (H#3|Lffitt¥ft:££*±i!) 1. 0 0 g 

95%x^y-;l/ 2. OOmL 

/\° 5 ^< y 0. 1 8 g 

mm*a. v y f- y o. o 5 g 

mn^^isa^r±m^ i o o. o o g tt & Q 



3 2 (L-TJls*-yO. 0 3 X^mir^^m^) 
1 kg&ffr^a^cfc Ltio ^tlfC7X 3 0 0 OmL&tfa 

jtlP L . 5 5 V$ X'tiQ®.®.*® tefr h 1 0 B^MS LA:, 

LT2 OV E.W?>M*ft\<^ cozmK? ^ywtt 

miMlpUZZ. 3iTliU: 0 Ctllcityaf 7--if 8 g , 
g?1£*7 ;1/*K* i/^yf^--b' 8 g <£r J^SO U 5 5 °C-e 1 0 

€Ot7 OtCitaaU ftiD&.5ii£iTV^ 3 5 4 mg/L© 
L - T;P^- %>$Ll&m 2 7 0 OmL£|ffco 



3 3 (L-7;K->0. 0 3%^ft§^iiU + f^^J 
M) 

9 0. 0 0 mL 

95Xi^/-^ 2. OOmL 
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/n° 5 O 0. 1 8 g 

HU^Il/'VfV 0. 0 5 g 



3 4 (2-^ h*'>if^/7$>lX+L-7;l/^> 
0. 0 3 %^Wt-^>^^^^ + #M^Jl!) 
HJfe0]3 2 (*^b<7>L -7;l/^- > 0. 0 3 %$mtZ>) 

9 0. 0 0 mL 

0. 9 0 g 

9 5%x^7-^ 2. 0 0 mL 

/n° ^ ^ y o. i 8 g 

mm±3. o. o s.g 



3 5 (0-*X*»J/l/i^;-/V7 5 > 1 %+L-TJ]/¥ 
~ V0. 0 3 **Wll!«B + *ttJWS) 

3 2 (^^b©L-7/^->0.0 3%tft6) 

9 0. 0 0 mL 

0. 9 0 g 

9 5%x^y-;l/ 2. 0 0 mL 

/n° ^ ^ y o. l 8 g 

m^±a.yy^y o. o 5 g 

»«l**JP>LT^««r 1 0 0. 0 0 g it &o 



3 6 (2 - if /1/7 ; ;x^;-/H %+L-7;^-V 

o. o 3 &*mmvd + %Lm$m) 
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3 2 (**>bOL-7;K->0.0 3%ttt5) 

9 0. 0 0 mL 

0. 9 0 g 

9 5X1^-^ 2. 0 0 mL 

;< ? Ky 0. 1 8 g 

ffiii^H Uis^y 0. 0 5 g 

mm^^Ua^rikm.^ loaoogit^o 

3 7 (i?x^;-;|/7;>l %+L-7/^->0.0 3% 

3 2 (^^b®L-7;V^->0.0 3%tft§) 

9 0. 0 0 mL 

^x^;-;l/7 ^ y (H#$ffjt^1*^^M) 0. 9 0 g 
9 5%x^;-;V 2. 0 0 mL 

/n° 5 'O 0. 1 8 g 

ii^IL/i/f > 0. 0 5 g 



3 8 (2-^>f^7;;i^;-^lX+L-7M- 
y 0. 0 3 %#Wt-^^P^^ + #^^JM) 
3 2 ()|t^b©L-7;^->0J 3%tft^) 

9 0. 0 0 mL 

0. 9 0 g 

9 5%x^y-;P 2. 0 0 mL 

/< ^ ^ y 0. 1 8 g 
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ffiSSI^a u i/* > 0. 0 5 g 



3 9 (3 U > 1 %+ L-Tfr¥->0. 0 3 %ttHt&#M 

9 0. 0 0 mL 

3'J> (t^OX^^M) 0. 9 0 g 

95%x^y-;l/ 2. 0 0 mL 

si? 0. 1 8 g 

> o. o 5 g 

mm7k*ijQz.T±m* i o o. o ogits 0 



4 0 (2-7W-2-t F0^'^f^-1, 

/< y l % + L -t y o. o 3 %^ft 

3 2 (Jle^&CL-T/V^-VO. 0 3%tft5) 

9 0. 0 0 mL 

2-7^y-2-b K o * •> J 9- JV - 1 , 3 - 7 o '< y 'J * - A/ 

(imt^tSI) 0. 9 0 g 

9 5%!^;-^ 2. 0 0 mL 

/< 3 O 0. 1 8 g 

ii^i u is? y o. o 5 g 

1t^7k^*n^T^:*^l 0 0. 0 o gits. 



41 ( J JV7 K U1- 'J > l % + L - 7 y 0. 0 3 
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3 2 (^^b©L-7;^->0.0 3%tft5) 

9 0. 0 0 mL 

J J],T K U > rX^^ttS) 0. 9 0 g 

9 5%i^-^ 2. 0 0 mL 

/n° 5 K > 0. 1 8 g 

HI!^Il/v'f > 0. 0 5 g 



4 2 (7i^f^7;>l%+L-7/^->0,03%^ 

9 0. 0 0 mL 

7 x^f;P7 ^ y (.MMit¥W^£#.%D 0. 9 0 g 

9 5%x^y-;p 2. 0 0 mL 

/•? 5 'O 0. 1 8 g 

HI^e u i/=f- y o. o 5 g 



4 3 (^3- U y ¥7 i y I % + L - 7 Jl<¥-y 0. 0 3%^ 

3 2 (^^bOL-T/l/^-VO. 0 3%^Wt5) 

9 0. 0 0 mL 

if U>^7$> fX^^^ttl) 0. 9 0 g 

95%x^y-;U 2. 0 0 mL 

/< 5 ^ V 0. 1 8 g 

ii^s i/<>fy o. o 5 g 
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44 (^O'J>l% + L-7;K->0.03%tttS* 

3 2 (**^0L-7;^-VOJ 3%tftS) 

9 0. 0 0 mL 

U V (t^^fX^S^l) 0. 9 0 g 

95%x^/-;l/ 2. 0 0 mL 

/n°^ y 0. 1 8 g 

Sl^fil/ >>f- > 0. 0 5 g 

:M7K£2JDX-T£M£ lOOJflgit^o 

- y o. o 3 %§Gtzxmm®) + &i&Mm) 

3 2 (*^bOL-7;l/f->0.0 3%^ft5) 

9 0. 0 0 mL 

0. 9 0 g 

9 5%x^y-;l/ 2. 0 0 mL 

/< 5 ^ V 0. 1 8 g 

mm^uv o. o 5 g 



4 6 (N- (Z-tKo + J/if^/) 7t h7; Kl% + 
L-T;U^->0. 0 3 %^fts*iI^+f*fi^J 
SO 

3 2 (*^b©L-7;l/^-^0. 0 3%^f tS) 

9 0. 0 0 mL 
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N - (2 - t Fn^>>xf 7 -b b 7 5 K 

(H«fl:**a^tt«) o. 9 o g 

9 5%x^-^ 2. OOmL 

/< ? ^ > 0. 1 8 g 

«f«;fcS U *>f - > 0. 0 5 g 



o 



4 7 (2 - U ? JUT i J ) 3-9 J -)]/ \ %+L-7 to* 
- > 0. 0 3 %#W^&*fa$!^ + #*ife£iJM) 
3 2 (*^&OL-7;Ki>'0. 0 3X^tt4) 

9 0. 0 0 BiL 

2- (>f*7U) x*y-;u (HX^^ttS) 

0. 9 0 g 

9 5%x*y-;U 2. OOmL 

/< 5 ^ > 0. 1 8 g 

Uv/f V 0. 0 5 g 



4 8 (2 - 7-'J M^;-;n % + l-t;^->o. o 3 

3 2 (*^t,©L-7;^->0.0 3%tttS) 

9 0. 0 0 mL 

2-7-ijyi^-;i/ (HXfc¥#£4*tK) o.9 0g 

9 5%i^y-il/ 2. OOmL 

/< 7 O 0. 1 8 g 

»fi^£l/->f> 0. 0 5 g 
*jtM7k£fax.T£a& loabogiti. 
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4 9 ( 2 - y ; J)\s7 i J ) x^y -;n %+ L - 7 

o. o 3 %£Wt3*fasm + #fcfe#I§0 

3 2 (*^bOL-7/^-yO.O 3%tft5) 

9 0. 0 0 mL 

0. 9 0 g 

9 5%i^;-^ 2. 0 0 mL 

^7^> 0. 1 8 g 

fitS^fi l/>>f > 0. 0 5 g 



5 0 (3-7;y-l-yo^V-;H%+L-7iK- 

> o. o 3 6^mmm + ^^,Mm) 

3 2 (^^bOL-7;^->0.0 3%tft§) 

9 0. 0 0 mL 

0. 9 0 g 

9 5%x^;-;l/ 2. 0 0 mL 

5 O 0. 1 8 g 

|^£l/^> 0. 0 5 g 



5 1 (2-7U-i-y^;-;n%+L-7;^-> 

0. 0 3 K£W?S*MKtt + «ttffl&) 
3 2 (^^b®L-7;^->0. 0 3 

9 0. 0 0 mL 
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2-7iJ-\-zr$J-)\; 



0. 9 0 g 



9 5 % x ? J - jl 



2. 0 0 mL 



0. 1 8 g 



0. 0 5 g 



MM 52 hl/«y>>l%+L-7 > 0. 0 3 

HJfeflU 2 (^^b©L-r;u^->o. o 3 

9 0. 0 0 mL 

/M/r>> (S i gma Chemical *tiO 0. 9 0 g 
9 5 % x ^ y — ;U 2. 0 0 mL 

/•? 5 ^ > 0. 1 8 g 

*&S¥*H U V 0. 0 5 g 

M 5 3(DL-to/^^VSl?i! + L- 7;K->0J 3 

^Jfe#]3 2 (*^b©L-7;K->0.0 3%tftS) 

9 0. 0 0 mL 

DL-fn/zH^t (SMltfiElift^lii) 0. 9 0 g 

S 5%x^;-;l/ 2. 0 0 mL 

a c 7^> 0. 1 8 g 

iS^fil/«>f V 0. 0 5 g 



WO 99/45900 



PCT/JP99/01161 



-40- 

54 (MJi^;-;i/7^i%+L-7;K-vo.o 3 



3 2 (*^b©L-7;l/¥->0.0 3%ttt5) 

9 0. 0 0 mL 

h ijx^-;l/7 ^ y ( = #JliLK4t¥W& t &ftm) 0. 9 0 g 

9 5%i^7-^ 2. 0 0 mL 

sty K> 0. 1 8 g 

u •> > o. o 5 g 



J£i|£0l] 1 (i£*fe#JM) 

9 5%x^y-;l/ 2. OOmL 

/-? ? ^ y 0. 1 8 g 

mu^a. uy^-y o. o 5 g 

b 7^a y^i" h V * A 1. 0 0 g 

95%x^y-;t/ 2. OOmL 

/n 6 5 ^ v o. i 8 g 

Ui/f > 0. 0 5 g 

j»«!7K^ijn^T^»^ loaoogif*. 
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mmmz 4-mfe^j5 4 amy rm%i t^?o ) 

gjfcffll l~*ifcfl|3 1 (&T r^#j il^o ) (CL-T 
#©##£#±9 fefffififtttt^K^ (* 2 7 3 1 H#M). 

tSlfeffJ 1 0 



T h tr-ft* 4 £ 
ttlfcfll 3 0ffl££&&ftlR 

4 (L -7^*- > 1 

5 (1-? ; -jit i y i %mfomm) 

11 (2 - y h + i/if /V7 ; > 1 %#»6?PIS) 
14 y -;P7 $ V 1 %#*&8J3!) 

16 (□ U > 1 %#*£#JM) 

17 (2-7;;-2-tFo + >>>f^-l, 3-7 

18 (y/V7 Fi^t 'J > l 

3 4 (2-^ h + 1 >if/V7;>l?()+L-7/K-> 

0. 0 3 ^^P^^ + #*fe^JM) 

37 (yx^y-;l/7; Vl%+L-7/K->0. 0 3 

3 9 (□'J>l%+L-7/^-V0.0 3%ttta 
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4 0 (2-7U-2-tKo + i/^/l/-l, 3-7 
OA*>^t-/l/ 1 % + L - 7 J\/*r — > 0. 0 3 

4 1 (J)V7 K U t 'J > 1 % + L -7Jl¥- y 0. 0 3 % 

ifcts^j i azfomm) 

7kft&ftmU>Wi<D%i%:ttm 3 2^1-^3 4 g|©<hfc<9 Tr&lx, 

S$3 2 BUCfc^T. 7kft&WmteL-7 Jl^-y^fe (HJfeW 
4 ) N y - ;l/T ^ 5 ) TU^t^^ Mm 

nvftjEtzms (mums j ^tem&ot % ± <o b&^mm-c 
mmms 4-^m^j4 1 (j^t rfi#j t^o<, ) a, zn? 

^'->0. 0 3 Liz &©T£>£^. M# 

tasafl] 1 1 

: 7 h h°-£j§ 4 £ 
t*®^& : '<* 5 -OjiuJ&rtMft (1)0.3X0.3 cm) K&U 

nzmm u mft 6 0 1 2 0 #&©a£^£7K#3if£*£®j 
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(1) $|*$ft£5il!tT*ft#t£o 

(2) &g2 o°c\ s&s o K©MM£t?#ifc«&£sitH u 

(3) $!§&£flft© transepidermal water loss- 3£^&tt7k#^ 
fc- (JilTTEWL) 1 aiBa**** (TEWAMET ■ 
ER TM2 1 0 ©R«Ufc©7n -^^Ili^fil^illC^ 

3&il£#TEWL (g/m 2 • h) £ L T$J/£ £ tl & ) a 

ummm : 

TEWAMETER TM2 10 (H*i- d f y ^ftS^tt) 
TEWAMETERV7 h Ver. 1.1 (B*^-of^ 

ft] 

3 5g|~!&3 7H©t*5t)T 

& o 

'J 7-&tl©&TiC <fc 0 > #S£/£{c < &^T*»***^^^o 

$zmmz 4-^jfe^i4 i mr rfj^j ti^o ) t*. *n«p 

n. XKfll 1 l 8 (&T r^#j ti^o ) icL-7 

;i/^->0. 0 3 £*i3S!!$i£M£ Lfc ffil 

<fc t> fc7R#*£S£B4> 3 3 7 

EI) o 
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: 

(1) /n* X4fX h x*X £ 7 5> a>< V K*S£ U tH»|< 

(3) ftftnft&tttt 

(4) smmftSB&ic/Ntf xyx hi + x^iltSo 

(5) (4)fr& 1 - 5 BfS> &&Kfc&WM1'Zo 

AIM Lfc 8 

0 : KfSfct L 

1 :'eA(Dt£S 

2 : 4»g£©*taE 

3 : 

4 : 9 

£ft*|5 5 (gjfcfl 3 £ 4 0 % Lfc^fcfcSiJM) 

0. 0 2 4 0. 0 0 mL 

9 5%x^;-;v 2. 0 0 mL 
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0. 1 8 g 

ffll^fl^>f> 0. 0 5 g 

x^x hft£j&ftJ*ffe0£&f*&$&5 BMfcfrfc&ailWSftfco 

isgfeflj i 3 

If "5^0 

: 

1 B 2 Is] (« • ^) ^ 8 % Jttfcffl 5 £#*SiJCDgBft}Ci£ 

: 
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(D mm 
® 

tttZo 

3 fi^XltOKl 
2 ffitt*** IB 

^Jfefll 8 (^Jfefll 3 + * U - A 80S!) 

Hifefll 3 (^b<OL-7;^->0.2Xii^-/l'7;> 



0. 0 2 



4 0. 0 0 mL 



0. 1 0 g 



1, l/>/'J3-/l/ 



6. 0 0 g 



6. 0 0 g 



p< ^ ;p jf> 'J i/ P * -9" > 



6. 0 0 g 



XrT'J V$ 



3. 0 0 g 
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■t? J -Jl 3. 0 0 g 

2-xf-;l//\^^>^-lrf-;l/ 6. OOg 

X^75> 6. 0 0 g 

•>siiKi»iXf^ 3. 0 0 g 

Sfc$ d 1 - a- M7xO-;b 0.3 0 g 

rttfl'y^MOA 1.5 Og 

xx h h y $ a o. o 3 g 

0. 3 0 g 

ifc$£0IJ 5 U - A SAM) 

^'J f U # a o. l o g 

1, 6. OOg 

6. 0 0 g 

p< r ;V # U ■> P * V > 6. 0 0 g 

Xf7'J>a 3. 0 0 g 

-tr ? 7 - J\y 3. 0 0 g 

2 - x-? Jl^*? ? & 6. OOg 

X^7> 6. OOg 

•>s*i»iiXf/l' 3. 0 0 g 

d l-fl-M7iD-il/ 0.3 Og 

^-^^yth'Jf A 1. 5 0 g 

b h 'J £ A 0. 0 3 g 

/n- 5 ^ > 0. 3 0 g 
ffiM7K^inx.T^:*^ 1 0 0. -0 0 g if So 
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- : 7 r lf-ttftliifc*# 7 £ 
1**4 : ISSfcfl] 1 3 CDJi^ilRl^T'^So 
%*ft|8 3 + * U 
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1 B 2 m (« • *0 ^ 8 , ifc^^lj 5 ***B0O»tttw* 

® 

<D EM 

3 fitt^^K^tt* 

2 fitt^+^*©«« 

1 fi_«3&<«*©JR» 



